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REMARKS 

This amendment adds, changes and/or deletes claims in this application. A detailed 
listing of all claims that are, or were, in the application, irrespective of whether the claim(s) 
remain under examination in the application, is presented, with an appropriate defined status 
identifier. 

Claims 10-30 are cancelled in response to the restriction requirement. Claims 1, 3 and 
4 are currently being amended. 

After amending the claims as set forth above, claims 1-9 will be pending in this 
application. Applicants respectfully request reconsideration of the present application in view 
of the foregoing amendments and in view of the reasons that follow. 

I. INFORMATION DISCLOSURE STATEMENT 

The examiner has refused to return a complete SB/08 form, asserting that reference 
A3 (WO 02/095065) has not been provided. Applicants, however, submitted a copy of 
reference A3 at the time of the filing of the IDS, i.e. December 3, 2003. The 2003 filing, 
complete with reference A3, is available on PAIR. Accordingly, applicants again request a 
second executed version of the December 3, 2003 SB/08 form indicating that reference A3 
has been considered. 

II. REJECTIONS UNDER 35 U.S.C. § 1 12 

The examiner rejects claims 1-9 under 35 U.S.C. §1 12, Tfl for allegedly failing to 
convey to the skilled person that applicants possessed the claimed invention at the time the 
application was filed. Applicants respectfully traverse the rejection. 

The examiner continues to reject claims 1-9 apparently because claim 6 states that 
"capture probes [can be] derived from the sense or from the antisense strand of the gene 
encoding the receptor." In maintaining the rejection, the examiner asserts that "[s]ince the 
specification (except for claim 6) is silent regarding antisense, either interpretation could be 
utilized." This specious statement defies logic and cannot support a written description 
rejection. 
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Claim 6, itself the source of the examiner's objection, makes it perfectly clear, as the 
examiner admits, that the term "antisense", as used in the instant application, denotes the non- 
coding sequence of a gene. Accordingly, the specification is not silent as to its use of the 
term antisense. The examiner's assertion, therefore, is both false and contradictory. 

Furthermore, even if claim 6 did not provide a meaning, the fact that a claim term 
with multiple definitions is not specifically defined in an application does not render 
automatically the claims unpatentable for lack of written description, as the examiner 
apparently contends. While the examiner correctly observes that a term is given the broadest 
reasonable interpretation consistent with the specification , an artisan considering the term 
here would recognize instantly that the examiner's proposed alternate definition is 
unreasonable in view of the role of capture probes in the claimed invention. Despite the 
examiner's rhetoric, nothing in the record contradicts this point. 

The examiner's attempt to buttress her rejection with a citation to University of 
Rochster likewise rings hollow. The court in Rochester considered the validity of claims 
directed to methods of inhibiting prostaglandin H synthase-2 that involved administering a 
non-steroidal compound. University of Rochester v. G.D. Searle & Co., Inc., 358 F.3d 916 
(Fed. Cir. 2004). The court held the claims invalid for lack of written description because the 
claims defined the compound, upon which the therapeutic method was based, in terms of 
functionally achieving the intended result. In particular, the court found that the patent 
specification did not disclose any compound that achieved the functionality nor provided any 
evidence that such a compound was known. Id. at 927. 

In contrast, the instant claims are directed not to methods of treatment, but to 
analyzing activation pathways controlled by neurotransmitters. In addition, the nucleic acids 
employed in the microarrays used in the methods are defined not by end-functionality, but by 
structure, i.e. the sequences of dopamine, histamine, serotonin, adrenergic and cholinergic 
receptors. 

Furthermore, unlike the therapeutic compounds in Rochester, the nucleic acids 
employed in the microarrays of the claimed methods are not the quintessence of the claimed 
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invention. Rather, applicants discovered that comparing the ratios of gene expression of 
particular neurotransmitter receptors elucidates activation pathways and provides practitioners 
with useful information regarding brain tissue. See, e.g. [0065]-[0066]. Moreover, unlike in 
Rochester, not only were such nucleic acid compounds known at the time the application was 
filed, but the specification contains working examples employing such capture probes in the 
claimed methods to achieve the intended result. See, e.g. [0123]-[0124]; Tables 3 and 4. 

As one of skill in the art would readily recognize that, as of the filing date, applicants 
possessed methods for analyzing activation pathways controlled by neurotransmitters 
comprising contacting a nucleic acid from a sample with a microarray comprising capture 
probes from the 5 major subfamilies of amine neurotransmitter receptors, the rejection should 
be withdrawn. 

III. REJECTIONS UNDER 35 U.S.C. § 112 f 2 

The examiner rejects claims 1-9 under 35 U.S.C. § 1 12 If 2 for alleged indefiniteness. 
Applicants respectfully traverse the rejection. 

The examiner asserts that the phrase "5 major subfamilies of amine neurotransmitter 
receptors" is allegedly vague and indefinite. Applicants respectfully disagree. The 
specification clearly indicates that "5 major subfamilies of amine neurotransmitter receptors" 
denotes receptors for dopamine, histamine, serotonine, an adrenergic and a cholinergic 
neurotransmitter. See, e.g. Application, Iflf 60 & 65. Nevertheless, applicants have amended 
the claims to recite the five subfamilies and believe the amendments obviate the rejection. 

The examiner also asserts that the term "sub-subtype" is indefinite. Applicants 
respectfully disagree. To advance prosecution of the instant case, however, applicants have 
deleted the term and believe the amendment obviates the rejection. 

The examiner further asserts that the term "16 subtypes of cholinergic receptors" is 
unclear. While the examiner acknowledges that Table 2 specifically identifies the 16 
subtypes of cholinergic receptors, she nevertheless maintains the rejection, asserting that 
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Table 2 does not indicate that each receptor is a unique subtype and that "receptors in Table 2 
are not limitations in the present claims." 

As for the examiner's first point, applicants note that an artisan reviewing Table 2 
would recognize readily, in view the specification and the title of the table, that the identified 
cholinergic receptors represent different subtypes. The examiner's second point is both 
legally and factually incorrect. As a matter of law, that claim 3 does not recite "Table 2" is of 
no moment to whether the term "16 subtypes of cholinergic receptors" is indefinite under 
§1 12 T[2. As a matter of fact, however, receptors of Table 2 are limitations in the claims, as 
the claims recite, for example, "16 subtypes of cholinergic receptors". 

Nevertheless, applicants have amended the claims to recite the 1 6 subtypes of 
cholinergic receptors and believe the amendments obviate the rejection. 

The examiner also asserts that the term "14 subtypes of trace amine receptors" is 
indefinite, asserting the same hollow arguments raised in rejecting "16 subtypes of 
cholinergic receptors". As noted above, though, the examiner's assertions are flawed legally 
and factually. To advance prosecution, however, applicants have amended the claims to 
recite the 14 subtypes of trace amine receptors and believe the amendments obviate the 
rejection. 

The examiner rejects claim 3 allegedly because the terms dopamine, histamine, 
serotonin, adrenergic and cholinergic lack antecedent basis. Applicants respectfully disagree. 
As noted above, the cited receptors are "the 5 major subfamilies of amine neurotransmitter 
receptors" recited in claim 1 . Thus, there is sufficient antecedent basis for the terms. In 
addition, applicants believe the proposed amendments obviate the rejection. 

As, one of skill in the art reviewing the specification would recognize readily the 
metes and bounds of these terms, the indefinite rejections should be withdrawn. 

IV. REJECTIONS UNDER 35 U.S.C. § 102 

The examiner rejects claims 1 and 5-9 under 35 U.S.C. § 102(e) for alleged 
anticipation by Kodira et al. (U.S. 6,890,73 1). Applicants respectfully traverse the rejection. 
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The examiner continues to assert that Kodira teaches the use of GPCR arrays to 
analyze samples for dopamine receptors, cholinergic receptors, muscarinic receptors, 
serotonin receptors, adrenergic receptors, aminergic receptors, acetylcholine receptors, 
adrenaline receptors and melatonin receptors. Office Action, pg. 8. The assertion is factually 
erroneous, however. 

To support the rejection, the examiner cites portions of Kodira's "background" 
material, where Kodira provides a review of the general information known about various 
classes of receptors. Contrary to the examiner's assertion, though, the only array taught by 
Kodira is based on the sequence information provided in figures 1 and 3, which disclose the 
cDNA and genomic nucleic acid sequences, respectively, for Kodira's putative GPCR. See, 
e.g. U.S. 6,890,731, coL 30, In. 53-57. No where in the cited material does Kodira teach or 
suggest a microarray comprising capture probes from the 5 major subfamilies of amine 
neurotransmitter receptors. Furthermore, no where in the cited material does Kodira teach or 
suggest using such a microarray to analyze activation pathways controlled by 
neurotransmitters, as presently claimed. 

As Kodira fails to teach each and every element of the claimed invention, the 
anticipation rejection should be withdrawn. 

The examiner also rejects claims 1, 3 and 5-9 under 35 U.S.C. § 102(e) for alleged 
anticipation by Williams et al. (U.S. 6,964,868). Applicants respectfully traverse the 
rejection. 

As an initial matter, applicant's note that examiner's reply is unresponsive to 
applicant's arguments. The examiner merely repeated the prior rejections and the citation to 
52 columns, while adding a few specific citations. Citation of 52 columns violates the 
examiner's obligation to identify with particularity the portions of a reference the examiner 
believes renders the claims unpatentable and, thus, cannot support the rejection. Meanwhile, 
nothing in the more-specific citations teaches or suggests the claimed invention. 

Williams is a classic "genomic" application, where the applicant attached limited 
sequencing analysis to a boilerplate of general information about proteins and peptides. The 
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examiner repeatedly refers to one sentence in the boilerplate that suggests that the 5,252 
nucleotide sequences of "the invention" can be formulated into a nucleic acid array. There is 
no indication in the cited material, though, that Wright's 5,252 sequences comprise members 
of the 5 major subfamilies of amine neurotransmitter receptors, as the examiner contends. 
Rather, example 3, to which the examiner points, merely identifies a myriad of protein 
families to which William's disclosed polynucleotides might belong. Furthermore, no where 
in the cited material does Kodira teach or suggest using such a microarray to analyze 
activation pathways controlled by neurotransmitters, as presently claimed. 

Accordingly, the rejection should be withdrawn. 
V, REJECTIONS UNDER 35 U.S.C. § 103 

The examiner rejects claims 1-9 under 35 U.S.C. §103(a) for allegedly being 
unpatentable over Kodira et al. (U.S. 6,890,731) in view of Borowsky et al., Oda et aL 9 Hosey 
and Dani. Applicants respectfully traverse the rejection. 

The examiner relies on Kodira as described above and cites Oda for allegedly teaching 
histamine receptors HI-H4. Dani is cited for allegedly teaching that nicotinic receptors are 
part of the acetylcholine receptor family, and Hosey is cited for allegedly teaching muscarinic 
and nicotinic members of the cholinergic receptor family. Meanwhile, Borowsky is cited for 
allegedly teaching 15 G-protein coupled receptors. The secondary references, alone or in 
combination, fail to cure the deficiencies of the primary reference, which are described above. 
Thus, no combination of the cited material yields a method for analyzing activation pathways 
controlled by neurotransmitters comprising contacting a nucleic acid from a sample with a 
microarray comprising capture probes from the 5 major subfamilies of amine 
neurotransmitter receptors. Nor has the examiner shown an apparent reason to combine the 
various elements in the cited art in the fashion claimed with the requisite expectation of 
success. 

The examiner also rejects claims 1-9 under 35 U.S.C. § 103(a) for allegedly being 
unpatentable over Williams et al. (U.S. 6,964,868) in view of Borowsky et al., Oda et al. and 
Dani. Applicants respectfully traverse the rejection. 
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The examiner relies on Williams as described above and cites Oda for allegedly 
teaching histamine receptors HI-H4. Dani is cited for allegedly teaching that nicotinic 
receptors are part of the acetylcholine receptor family, and Borowsky is cited for allegedly 
teaching 15 G-protein coupled receptors. The secondary references, alone or in combination, 
fail to cure the deficiencies of the primary reference. Thus, no combination of the cited 
material yields a method for analyzing activation pathways controlled by neurotransmitters 
comprising contacting a nucleic acid from a sample with a microarray comprising capture 
probes from the 5 major subfamilies of amine neurotransmitter receptors. The examiner also 
has not shown an apparent reason to combine the various elements in the cited art in the 
fashion claimed with the requisite expectation of success. 

Accordingly, since the examiner has failed to establish a prima facie case of 
obviousness, the rejections should be withdrawn. 

******************************* 

Applicants believe that the present application is now in condition for allowance. 
Favorable reconsideration of the application as amended is respectfully requested. 

The examiner is invited to contact the undersigned by telephone if it is felt that a 
telephone interview would advance the prosecution of the present application. 

The Commissioner is hereby authorized to charge any additional fees which may be 
required regarding this application under 37 C.F.R. §§ 1.16-1.17, or credit any overpayment, 
to Deposit Account No. 19-0741. Should no proper payment be enclosed herewith, as by a 
check or credit card payment form being in the wrong amount, unsigned, post-dated, 
otherwise improper or informal or even entirely missing, the Commissioner is authorized to 
charge the unpaid amount to Deposit Account No. 19-0741. If any extensions of time are 
needed for timely acceptance of papers submitted herewith, applicants hereby petition for 
such extension under 37 C.F.R. §1.136 and authorize payment of any such extensions fees to 
Deposit Account No. 1 9-0741 . 
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Respectfully submitted, 



Date D^^Ur- '2-(9 { 7-O0'7 

FOLEY & LARDNER LLP 
Customer Number: 22428 
Telephone: (617)342-4039 
Facsimile: (617)342-4001 



By 



R. Brian McCaslin 
Attorney for Applicant 
Registration No. 48,571 
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